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Structure attributes must be viewed using STN Express query preparation. 



=> s 11 . 

SAMPLE SEARCH INITIATED 12 : 47 : 07/FILE 
SAMPLE SCREEN SEARCH COMPLETED*^ 

100.0% PROCESSED*^ 656 ITERATIONS 
SEARCH TIME: 00.00.01 



•REGISTRY* 

656 TO ITERATE 



FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONLINE * *COMPLETE* * 
BATCH. * ^COMPLETE* * 

11584 TO 14656 
0 TO 0 



L2 



=> s 11 full 



0 SEA SSS SAM LI 



FULL SEARCH INITIATED 12 : 4 7 : 14/FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED ^ 



12628 TO ITERATE 



100.0% PROCESSED*^ 12628 ITERATIONS 
SEARCH TIME: 00.00.01 



L3 



=> 



15 SEA SSS FUL LI 



0 ANSWERS 
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Structure attributes must be viewed using STN Express query preparation. 



=> s 14 

SAMPLE SEARCH INITIATED 12:47:57 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 2828 TO ITERATE 

70.7% PROCESSED 2000 ITERATIONS 

INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 
SEARCH TIME: 00.00.01 



0 ANSWERS 



FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH **COMPLETE** 
PROJECTED ITERATIONS: 53371 TO 5974 9 

PROJECTED ANSWERS: 0 TO 0 



L5 0 SEA SSS SAM L4 

-> s 14 full V/^ y 

FULL SEARCH INITIATED 12 : 4 8 : 06 yFILE 'REGISTRY' 

FULL SCREEN SEARCH COMPLETED V 56835 TO ITERATE 

100.0% PROCESSED 56835 ITERATIONS 
SEARCH TIME: 00.00.01 




L6 



29 SEA SSS FUL L4 



=> fil caplus 
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L6 



STRUCTURE UPLOADED 
0 S LI 
15 S LI FULL 



STRUCTURE UPLOADED 
0 S L4 
29 S L4 FULL 



FILE 
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=> s 
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=> s 
L8 




7 L3 



=> d 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMEMT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT 
PATENT INFORMATION: 



2006:494402 CAPLUS 
145:6042 

Azabl^yfi^^^o^Rf^unds as muscarinic receptor 

iheir pcepacation, pharmaceutical 
ftions Imd for treatment of disease of the 
]ry and gastrointestinal systems 
aresh; SaCman, Mohammad; Kaur, Kirandeep; 
Mehta, Anita; A^ra, Sudershan K.; Chugh, Anita 
Ranbaxy Labo^^rftories Limited, India 
87 pp. 




PATENT NO. 



APPLICATION NO. 



WO 2006054162 




Al 




20060526 




WO 2005- 


-IB3459 




2005111B 


HO 2006054162 




Aa 




20060720 


















W: 


AE, 


AG, 


AL, 


AH, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, CK, 




CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


OM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, GD, 




GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KM, 


KN, 


KP, KR, 




KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


LY, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, MX, 




HZ, 


NA, 


NG, 


NI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, SE, 




SG. 


SK, 


SL, 


SM, 


SY, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, VC, 




VN, 


YU, 


ZA, 


ZM, 


ZW 






















Rtf : 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, IE, 




IS, 


IT, 


LT, 


LU, 


LV, 


MC, 


HL, 


PL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


BF, BJ, 




CF, 


C6, 


CI, 


CM, 


GA, 


GN, 


GQ, 


Gtf, 


ML, 


. MR, 


NE, 


SN, 


TD, 


, TG, 


BW, GH, 




GH. 


KE, 


LS, 


MM, 


MZ, 


NA, 


SD, 


SL, 


SZ. 


. TZ, 


UG, 


ZM, 


ZW, 


, AM, 


AZ, BY, 




KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 




















PRIORITY APPLN. 


INFO. : 












IN 2004- 


•DE2331 




A 20041119 



OTHER SOURCE (S) : 



CASREACT 145:6042; KARPAT 145:8042 



Rl 




R (CHafiTV 



AB The invention generally relates to compds. of formula I as muscarinic 
rttceptor antagonists, which are useful for treating various diseases of 
the respiratory, urinary and gastrointestinal systems mediated through 
muscarinic receptors. The invention also relates to processes for 

preparing 

conpds. described herein, pharmaceutical corapns. containing the disclosed 
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cotqids., and Che methods for treating diseases mediated through 
muscarinic 

receptors. Gonads, of formula I wherein Ar is aryl, cycloalkyl, 
(hetero)aral)(yl, or heterocyclyl(alkyl) ; K is alkyl, alkenyl, alkynyl, 
cycloalkyl, (hetero)aryl, {hetero)acylalkyl, or heterocyclylalkyl; R is 

H, 

OH, alkoxy, aryloxy, hydroxyalkyl, NH2 and derivs., halo, alkyl, alkenyl, 
alkynyl, cycloalkyl, or aryl; Y is CO, CS, C(-Nacyl), C{>NN02), 
C(-CHN02) , 

(un) substituted C^H2, or CH2; T Is (CH2)m, CQCH2, CHQ, or CH20CH2; Rl is 
H, OH, alkoxy, hydroxyalkyl, aryloxy, CHO, CN, alkyl, alkenyl, alkynyl, 
cycloalkyl, carboxy, halo, (hetero) aryl (alkyl) , acyl, 

heterocyclyl (alkyl) , 

(CH2))cNH2 and derivs., S02R2, C02R3, C0NH2 and derivs., NK2 and derivs., 
OCOHH2 and derivs., or NHCHO and derivs.; n is an integer from 0-2; m is 
an integer from 0-3; k is an integer from 1-4; Q is alkyl, alkenyl, 
alkynyl, cycloalkyl, (hetero) aryl (alkyl) , or heterocyclyl (alkyl) ; R2 is 
alkyl, alkenyl, alkynyl, cycloalkyl, NH2 and derivs., 

(hetero)aryl (alkyl), 

or (heterocyclyl) alkyl; R3 Is alkyl, alkenyl, alkynyl, cycloalkyl, aryl, 
aralkyl, heteroaryl alkyl or heterocyclylalkyl; and their 

pharmaceutical ly 

acceptable salts, solvates stereoisomers, and polymorphs and their 
process 

Cor prepn. is claimed. Exair^le compd. II was prepd. by hydrolysis of 
tert-butyl-benzyl- [3- (cyclopentyl (hydroxy) phenylacetyl ] ->3- 
azabicyclo[3. 2. 0]hex-6-yl] -carbamate. All the invention cotq>ds. were 
evaluated for their muscarinic receptor binding affinity. From the 
assay, 

it was detd. that the example compds. exhibited pKl values for M2 from 
about S to about B.5, from about S to about 7.5, and from 5 to 7.1. For 
M3, the tested compds. exhibited pKi values from about 6 to 6.5, from 
about 6.7.7, and from about 5 to 6.9. 
IT 868032-32-4 P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(preparation of azabicycllc conpds. as muscarinic receptor antagonists 
useful for treatment of disease of the respiratory, urinary and 
gastrointestinal systems) 
RN 688032-32-4 CAPLUS 

CN Carbamic acid, {3- (2-hydroxy-2, 2-diphenylethyl) -3-azablcyclo(3. 1 . 0)hex->6- 
yl)-, 1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 



t-BuO- C- NH- 



Ph 

I 

CH2-C- OH 
tf 1 



888032-26-eP 888032>31-3P 8B8032-33-5P 
68e032>36-6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
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(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(prepn. of azabicycllc compds. as muscarinic receptor antagonists 
useful for treatment of disease of the respiratory, urinary and 
gastrointestinal systems) 
868032-26-6 CAPLUS 

3-A2abieyclo(3.1.01hexan-6-amine, 3- (hydroxydiphenylacetyl) - {9CI} (CA 
INDEX NAME) 
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»-<o 



O Ph 
II i 

C- C- OH 



988032-31-3 CAPLUS 

Carbamic acid, ( 3- (hydroxydiphenylacetyl) -3-azabicyclo (3.1. OJ hex-6- 
yllmethyl-, 1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 



O Me 

" I 



t-BuO- C- N 



C-C-OH 
N^ I 



888032-33-5 CAPLUS 

3-Azabicyclo(3 . 1 . 01 hexane-S-ethanol, 6-amino-a,a-diphenyl- 
(9CX) (CA INDEX NAME) 



H-<cr 



CH2-C-OH 



888032-36-8 CAPLUS 

3-Azabicyclo( 3 .1.0] hexane-6-methanamine, 3- (hydroxydiphenylacetyl) -N* 
methyl- (9CI) (CA INDEX NAME) 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2005:369236 CAPLUS 
142:430124 

Preparation of 3-azabicyclo(3. 1. 0]hexane derivatives 
as glycine transporter inhibitors for enhancing 
cognition and treating psychoses 
Lowe, John A.; Mchardy, Stan 

USA 

PCT Int. Appl., 59 pp. 
CODEN: PIXX5^ 
Patent 
English ' 



PIXXMf 



HR 



PATENT NO. 

WO 2005037216 

WO 2005037216 

W: AE, AG, AL, 

CN, CO, CR, 

GE, GH, GM, 

LK, LR, LS, 

NO, NZ, <m, 

TJ, TM, TN, 

RW: BW, GH, CH, 

AZ, BY, KG, 

EE, ES, FI, 

SI, SK, TR, 

SN, TD, TG 

AU 2004281794 

CA 2542279 

US 2005096375 

EP 1660124 

R: AT, BE, CH, 

IE, SI, LT, 



BF, 



J DATE 

200S0428 
20050804 

AT, AU, AZ, 

CZ, DE, DK, 

HU, ID, IL, 

LU, LV. MA, 

PH, PL, PT, 

TT, TZ, UA, 

LS, MW, MZ, 

MD, RU, TJ, 

GB, GR, HU, 

BJ, CF, CG, 



APPLICATION NO. 

WO 2004-US34083 

BA, BB, BG, BR, BW, 

DM, DZ, EC, EE, EG, 

IN, IS, JP, KE, KG, 

MD. HG, MK. HN. MW. 

RO, RU, SC, SD, SE, 

UG, US, UZ, VC, VN, 

NA, SD, SL, SZ, TZ, 

TM, AT, BE, BG, CH, 

IE, IT, LU, MC, NL, 

CI, CM, GA, GH, GO, 

AU 2004-281794 
CA 2004-2542279 
US 2004-964931 
EP 2004-795270 



20041014 



Al 20050426 

Al 20050428 

Al 20050505 

A2 20060719 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
LV, FI, RO, MK, CY, AL, TR, BG, CZ, EE, HU, PL, SK, 



BY, BZ, CA, CH, 

ES, FI, GB, GO, 

KP, KR, KZ, LC, 

MX, MZ. NA. NI. 

SG, SK, SL, SY, 

YU, ZA, ZM, ZW 

UG, ZM, ZW, AM, 

CY, CZ, DE, DK, 

PL, PT, RO, SE, 

GW, ML, MR, NE, 

20041014 
20041014 
20041014 
20041014 



CN 1867338 
BR 2004015356 
JP 2007508374 
NO 2006002193 
PRIORITY APPLN. INFO.: 



OTHER SOURCE (S) : 



20061122 CN 2004-80030044 
20061212 BR 2004-15356 
20070405 JP 2006-535348 
20060515 NO 2006-2193 

US 2003-S10646P 



WO 2004-US340e3 



20041014 
20041014 
20041014 
20060515 
P 20031014 

W 20041014 



MARPAT 142:430124 



IH-CH2 ^T^l * 



O Ph 

II I 

C- C- OH 
N^ I 



Ph 



REFERENCE COUNT: 



THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 
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, X„W(r30) 



(Continued) 




AB The present invention relates to substituted bicyclic (3 . 1 . 0] amine« 
(flhovm . 

as I; variablea defined below; e.g. thiophene-2-carboxylic acid 

N- [ ( 3-benzyl-3-azabicycle (3.1.0] hex-e-yl) methyl] -N- [ 3-£luoro-4- (morpholln- 
4-yl) phenyl] amide <XI))« their pharmaceutically acceptable salts, 
pharmaceutical coinpns. thereof, and their use (no data) for the 
enhancement of cognition and the treatment of the pos. and neg. symptoms 
of schizophrenia and other psychoses in mammals, including humans. 
Con4>ds. of the invention analyzed by an assay for their activity in 
inhibiting glycine reuptake in synaptosomes have IC50 values more potent 
than 10 mM; no values for individual examples of I are given. For I: y 
- H or (RlOO) Ji-Rl- (R6)m; k « 0-1; 1 - 0-3; m » 1-3; n » 0-4; o - 0-1; p - 
0-3; q - 0-4; r • 1-2; s - 0-4; t - 0-1; u - 1-3; v " 1-3; RlOO is -CH2-, 
-CH(C1-C3)alkyl-, -C(0)- or -S02-. Rl is - (Cl-C6)allcyl, 
♦(C3-ce)cycloal)cyl, -(4 to 7 menbered) heterocycloalltyl, - (CH2> 1- (C6-C10 
aryl) or -(5 to 10 membered) heteroaryl, or (5 to 10 membered) 
tetrahydroheteroaryl; each R6 «» H, halo, -(C1-C6) al)iyl-B, {C1-C7) 
alkoxy-D, (C2-C4) alkenoxy, (C1-C6) alkyl-OH, -OH, CN, -N02, -CR7ReR9, - 
NR20R21, -NHC0alkyl(Cl-C3), NHS02alkyHCl-C3) , C(0)OR22, -R23C (O) OR22, 
-C(0)NH2, phenyl-B, phenoxy-F, morpholine, -HR20R21, aryl, heteroaryl, 
~SR24, and -S02R25; B and D > H, OH, Ph, di-Ph or trlfluoro; E and F = H, 
alkyl, or halo. R2 and R3 - K or (C1-C3) alkyl; R4 and RS * H or (C1-C3} 
alkyl; or R4 and R5 taken together form a double bond to an O to form 
(C:0), or R4 and R5 are connected with 2 to 4 C atoms to form a 3-5 

"* carbocyclic ring; A is H or (C1-C3) alkyl- <R28) n; R28 = {C1-C3) alkoxy, 
-OH, 

-NR12R13 or -NHC (O) {C1-C4 ) alkyl; X is a bond', -CH2(R29)p, -C(0) or -302: 
R29 is -(C1-C3) alkyl; w is alkyl, - (03-06) cycloalkyl, -{3 to 7 membered) 
heterocycloalkyl, -(3 to 7 membered) heterocycloalkyl with 1 or 2 C:0 
groups, Ph, or -(5 to 7 member) heteroaryl or heterocyclic; R30 is 
-(C1-C4) alkyl, - (C1-C3) alkoxy, CN, -F, -CI, -Br, -I, -MR16R19, 
-NHC(0)R18, 

-SCH3 or -C(0)CH3. Q is a bond, ~CH{R31)r, -C(0) or S02; R31 = H or 
(Cl-C3)alkyl; Z is - (Cl-CB)alkyl, - (C3-C8)cycloalkyl, -(4 to 8 member) 
heterocycloalkyl, Ph or -(5 to 7 membered) heteroaryl or heterocyclic; 

R14 

Is F, CI, Br, X, V, H, •rfR16Ri7, -0R16, -C(0)NR16R17, - (S02)NR16R17, or 
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NR32C:0-R33; R15 is - (C1-C3) alkyl, - (C1-C3) alkoxy, -F, -Br, -CI, -I 



-OH 



CN; V is -(C3-C8)cycloalkyl, - (C1-C5) alkyl, (5 to 7 membered) 
heterocycloalkyl, (5 to 7 membered) heterocycloalkyl substituted with 1 or 
2 C:0 groups or 1, 2, or 3- (C1-C5) alkyl groups; addnl. details are given 
in the claims. Although the methods, of prepn. are not claimed, 6 example 
prepna. are included. For exan^le, II was prepd. in 5 steps starting 

from 

(3-azabicyclo(3.1.0]hex-6-yl)methanol hydrochloride and involving 
6-hydroxymethyl-3-azabicyclo(3. 1.0]hexane->3-carboxylic acid tert-Bu 
ester, 

6- ( 1 1 3- f luo ro- 4 - (morphol in- 4 -yl ) phenyl ) amino] methyl J - 3- 
azabicyclo[3. 1.0)hexane-3-carboxylic acid tert-Bu ester, 

6-[ [ (3-fluoro-4- (morpholin-4-yl ) phenyl) t (thien-2-yl) carbonyl] aminojmethyl] • 
3-azabicyclo [3 . 1 . 0) hexane-3-carboxylic acid tert-Bu ester and 
thiophene-2-carboxylic acid N-I (3-azabicyclo( 3. 1 . 0) hex-6-yl)methylI -N- (3- 
£luoro-4- (morpholin-4-yl) phenyl) amide trif luoroacetate as intermediates. 

IT 85080e-96-7P, Thiophene-2-carboxylic acid N-I3-(2,2-diphenylethyl)- 
3-azabicyclo[3.1.01hex-6-ylmethyl)-N-(3-fluoro-4-(morpholln-4* 
yl ) phenyl ] amide 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); TKU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; preparation of 3-azabicyclo[3. 1.0]hexane derivs. as 

glycine 

transporter Inhibitors) 
RN 850808-96-7 CAPLUS 
CN 2-Thiophenecarboxamide, 

N- ( E 3- (2, 2-diphenylethyl ) -3-azabicyclo{3 . 1 . 0]hex-6- 

yl)methyl]-N-(3-fluoro-4-(4-nurpholinyl) phenyl)- (9CI) (CA INDEX NAME) 
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AUTHOR (S) : 
Miriyala; 



Anita; 

CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 
OTHER SOURCE (S) : 



CAPLUS COPYRIGHT 2007 ACS on STN 
2005:286363 CAPLUS 
143:7567 

Design, synthesis and activity of novel derivatives 
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Ph 



Oxybutynin and Tolterodine 
Kauc, Klrandeep; Aeron, Shellj 



Shetty, shankar J.; Gupti 
H.; Silamkoti, Arun D. 




iravan ^ 




•Gupta, Jang B.; Sarma,l 
Department of tli ill i i iinf*^Cliillii1 ■lii'J^ITrn Drug Discovery 
Research, Ranbaxy Research Laboratories, Haryana, 122 
001, India 

Bioorganic c Medicinal Chemistry Letters (2005), 

15(8), 2093-2096 A» 

COOEN: BMCLEB; ISSN: 0960-894X 

Elsevier B.V. 

Journal 

English 

CASRBACT 143:7567 



RN 852359-92-3 CAPLUS 
CN Phenol, 

4-methyl-2- (3- [ ( IR, 2S, 5S) -2-methyl-3-azabicyclo(3 . 1 . 0) hex-3-yl] -1- 
phenylpropyl]-, rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



GI 



Me Ph 



/-<= 



AB Derivs. of Tolterodine and Oxybutynin have been designed using 

conforraatlonally restricted azabicyclics as replacement for open-chain 
amines. The synthesis and structure-activity relationships are 

presented. 

I showed selectivity Cor M3 over M2 receptor. 
IT 852359-91-2? 852359-92-3P 

RL: PAC (Pharmacological activity); PRP (Properties); PUR (Purification 

or 

recovery); BIOL (Biological study); PREP (Preparation) 

(stereoselective preparation, antimuacarinlc activity, and 
structure-activity relationship of tolterodine analogs using 
stereoselective cyclopropanation, heteroeyclization, and N-alkylation 
as the key steps) 

RN 852359-91-2 CAPLUS 

CN Phenol, 

4 -methyl -2- 13- ( ( IR, 2R, SS) -2-methyl-3-azabicyclo(3 . 1 . 0] hex-3-yl] -1- 
phenylpropyl]-, rel» {9CZ) (CA INDEX NAME) 

Relative stereochemistry. 



659745-69-4P 659745-71-ep 659745-75-2P • 

RL: PAC (Pharmacological activity); PRP (Properties); RCT (Reactant); SPN 
(Synthetic preparation); BIOL (Biological study); PREP (Preparation); 

(Reactant or reagent) 

(stereoselective preparation, antimuacarinlc activity, and 
structure-activity relationship of tolterodine analogs using 
stereoselective cyclopropanation, heteroeyclization, and N-alkylation 
as the key steps) 

659745-69-4 CAPLUS 

3-Azabicyclo(3. 1 .Ojhexane, 3- (3- (5-methyl-2- (phenylmethoxy) phenyl] -3- 
phenylpropyl]- (9CI) (CA INDEX NAME) 




659745-71-8 CAPLUS 

3-Azabicyclo (3.1.0] hexane, 1 , 5-dimethyl-3- { 3- ( 5-methyl-2- 
(phenylmethoxy) phenyl] -3-phenylpropyl]- (9CI) (CA INDEX NAME) 
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Me 




He 



RN 65974S-75-2 CAPLUS 

GH 3-Azabicyclo(3.1.0]hexane, 2-iiiethyl-3-{3-(S-methyl*2> 

(phenylmethoxy) phenyl} -3-phenylpzopyl)- (9CI) (CA INDEX NAME) 




IT 659745-70-7P 659745-72-9P 659745-74-lP 

RL: PAC (Pharmacological activity); PRP (Propertiea) ; SPN {Synthetic 
preparation); BIOL (Biological study); PREP (Preparation) 

(ateteoaelective preparation, antimuscarinic activity, and 
Structure-activity relationship of tolterodine anaioga using 
stereoselective cyclopcopanation, heterocyclization, and N-alkylation 
as the key steps) 
RN 659745-70-7 CAPLUS 

CN Phenol , 2- (3- ( 3-a zabicyclo [3.1.0] hex-3- yl ) - 1 -phenylpropyl ] -4-methyl- 

(9CI) 

(CA INDEX NAME) 



Me 




OH 



RN 6S9745-72-9 CAPLUS 
CN Phenol, 

2- 13- ( 1 , 5-dimethyl-3-a2abicyclo (3.1.0] hex-3-yl ) -l-phenylpropyl) -4- 
raethyl- (9CI) (CA INDEX NAME) 
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RN 659745-74-1 CAPLUS 

CN Phenol, 4-methyl-2-(3-(l-inethyl-3-azabicyclo(3.1.0]hex-3-yl}-l- 
phenylpropyl)- (9CI) (CA INDEX NAME) 



Me 




IT 659745-76-3P 

RL: PEP (Physical, engineering or chemical process); PYP (Physical 
process); SPN (Synthetic preparation); PREP (Preparation); PROC (Process) 
(stereoselective preparation, antimuscarinic activity, and 
structure-activity relationship of tolterodine analogs using 
stereoselective cyclopropanation, heterocyclization, and H-alkylation 
as the key steps) 
RN 659745-76-3 CAPLUS 

CN Phenol, 4-methyl-2- {3-(2-methyl-3-azabicyclo[3. 1 . 0)hex-3-yl) -1- 
phenylpropyll- (9CI) (CA INDEX NAME) 



Me 




OH 



IT 659745-73-OP 

RL: sm (Synthetic preparation) ;. PREP (Preparation) 

(stereoselective preparation, antimuscarinic activity, and 
structure-activity relationship of tolterodine analogs using 
stereoselective cyclopropanation, heterocyclization, and N-alkylation 
' as the key steps) 
RN 659745-73-0 CAPLUS 

CN 3-Azabicyclo(3.1.0]hexane, l-methyl-3-[3- I5-methyl-2- 
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The authors claim the 3, S-disubstituted azabicyclo(3. l.Olhexane derive. I 
(Rl - H, (perhalo)alkyl, aryl, aralkyl; R2 - H, (perhalo) alkyl, aralkyl, 
alkylamino, alkoxyalkyl, alkoxyaryl, alkoxycarbonyl; R3, R4, R5, R6 • 
independently H, (perhalo] alkyl, cyano, OH, N02, alkoxycarbonyl, F, CI, 
iodo, Br, (perhalo) alkoxy, (alkyl) aminol and their pharmaceutical eotnpns. 
as muscarinic receptor antagonists. More specifically, they prepared I 



- CK2Ph, H, R2 • R6 - K; R3, R4, R5 - H, Me). As muscarinic receptor 

Searched by Jason M. Nolan, Ph.D. Page 10 



10/524,081 



06/17/2007 



ANSWER A OF 12 CAPLUS COPYRIGHT 2007 ACS on STH (Continued) 
antagonists, th« compda. would be useful, inter-alia, Cor the treatment 

various diseases oC the respiratory, urinary and gastrointestinal systems 
mediated through muscarinic receptors. 
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659745-75-2P 

RL: BSU (Biological study, unclassified); PAC (Pharmacological activity); 
RCT (Reactant); SPN (Synthetic preparation); THU (Therapeutic use); BIOL 
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(Uses) 

(preparation and muscarinic receptor antagonist activity of 
Bzabicyclo[3.1.0]hexane derivs.- for treating respiratory, urinary, and 
gastrointestinal diseases) 
659745-69-4 CAPLUS 
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(phenylmethoxy] phenyl ]-3-phenylpropyl]- (9CI) (CA INDEX NAME) 




RN 659745-75-2 CAPLUS 

CN 3-Azabicyclo{3.1.0]hexane, 2-methyl-3-r3- t5-methyl-2- 
(phenylmethoxy)phenyI) -3-phenylpropyl}- (9CZ) (CA INDEX NAME) 




Me 



Ph 
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-CH2-CH2-CH-' 



659745-70-7P 659745-72-9P 659745-74-lP 
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RL: BSU (Biological study, unclassified); PAC (Pharmacological activity); 

SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
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(preparation and muscarinic receptor antagonist activity of 
azabicyclo(3 . 1 . 0) hexane derivs. for treating respiratory, urinary, and 
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(phenylmethoxy) phenyl) -3-phenylpropyl) - (9CI) (CA INDEX NAME) 



-CH2-CH2-CH- 




RN 659745-72-9 CAPLUS 
CN Phenol, 

2- ( 3- ( 1, 5-dimethyl-3-azabicyclo 13. 1 . 0) hex-3-yl) -1-phenylpropyl) -4- 
methyl- (9CI) (CA INDEX NAME) 



L7 ANSWER 4 OF 12 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



N CH2- CH2- CH ^ 




RN 659745-74-1 CAPLUS 
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N — CH2- CH2- CH — ^ 




RN 659745-76-3 CAPLUS 

CN Phenol, 4-methyl-2-C3-(2-methyl-3-azabicyclol3.l.0|hex-3-yl)-l- 
phenylpropyl]- (9CI) (CA INDEX NAME) 
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AB The invention discloses novel peptides I (Y is alkyl, alkylaryl, 

heteroalkyl, heteroaryl, aryl- or alkylheteroaryl, cycloalkyl, alkyloxy, 
alkylaryloxy, aryloxy, heteroaryloxy,. heterocycloalkyloxy, cycloalkyloxy, 
alkylamino, arylamino, alkylarylamino, arylamino, heteroaryiamino, 
cycloalkylamlno, or heterocycloalkylamino; Rl is acyl; Z is selected from 
O, N, CH or CR; R, R2-R4 are H, alkyl, alkenyl, cycloalkyl, 
heterocycloalkyl, alkoxy, aryloxy, alkylthio, arylthio, amino, amido, 
ester, carboxylic acid, carbamate, urea, ketone, aldehyde, cyano, nitro, 
halo, (cycloalkyl) alkyl, or (heterocycloalkyl) alkyl; W, Q, G, J, L, H 
independently nay be present or absent; W is CO, CS, C<:N-CN), or S02; Q 
is CK, H, P, alkylidene, O, NR, S, or S02; A is O, CH, alkylidene, KR, S, 
S02, or a bond; E is CH, N, alkylidene, or a double bond; G is 

alkylidene; 

J is alkylidene, 302, NH, NR, or O; h is CH, CR, O, S, or NR; M is 0, NR, 
S, 502, or alkylidene (with provisos)] which have HCV protease inhibitory 
activity as well as methods for preparing such compds. In another 
embodiment, the invention discloses pharmaceutical conpns. comprising 

such 

conpda. as well as methods of using them to treat disorders associated 

with 

the HCV protease. Thus, peptide II was prepared and showed Ki •> 1-100 nM 
(category A) in the HCV continuous assay. 
IT 395652-89-8P 

RL: IMF (Industrial manufacture); PAC (Pharmacological activity); SPN 
(Synthetic preparation); THU (Therapeutic use); BIOL (Biological study); 
PREP (Preparation); USES (Uses) 

(preparation of peptides as NS3-8erine protease inhibitors of 
hepatitis C 
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virus) 
395652-89-B CAPLUS 

Carbanic acid, [1- ( { (2S} -6, 6-diroethyl-2-( [ tl- [oxo(2- 

propenylamino) acetyl 1 butyl | amino] carbonyl ] -3-azabicyclo[3 . 1 . 0] hex>3- 

yl)carbonyl]-2,2-diphenylethyl]-, 1, 1-dimethylethyl ester <9CI) (CA 

:x 

NAME) 
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NH^Rl 
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\\ ° O Ph 
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AB Peptides I were prepared wherein Y is alkyl, alkyl-aryl, heteroaryl, 

heteroalkyl, heteroaryl, aryl-heteroaryl, alkylheteroaryl, cycloalkyl, 
alkyloxy, alkylaryloxy, aryloxy, heteroaryloxy, heterocycloalkyloxy, 
cycloalkyloxy,, alkylamino, arylamino, alkylarylamino, arylamino, 
heteroaryiamino, cycloalkyl amino and heterocycloalkylamino; Rl is acyl, 
borate; Z is selected from O, N, CH or CR; w, Q, G, J, L, M independently 
maybe present or absent; W is C-O, C"S, C(*N-CN), or SO; Q la CH, N, P, 
alkylidene, O, amine, S, or so; A is O, CH, alkylidene, amine, S, so or 
bond; E is CH, N, alkylidene, or double bond; G is alkylidene; J is 
alkylidene, SO, NH, NR, O; L is CH, Alkylidene, O, S or NR; M is O, NR,S, 
SO, alkylidene; p la 0 to 6; and R-R4 ace independently selected from the 
group consisting of H; alkyl; alkenyl; cycloalkyl; heterocycloalkyl, 
alkoxy, aryloxy, alkylthio, arylthio, amino, amido, ester, carboxylic 
acid, carbamate, urea, ketone, aldehyde, cyano, nitco, halogen; 
(cycloalkyl) alkyl and (heterocycloalkyl) alkyl, which have HCV protease 
inhibitory activity as well as methods for preparing such compds. In 

another 

embodiment, the invention discloses pharmaceutical compns. comprising 



such 



conq>ds. as well as methods of using them to treat disorders associated 

with 

the HCV protease. Thus peptide II was prepared and tested as antiviral 
' agent and NS3-serine protease inhibitors of hepatitis C virus with Ki 
ranges in category A « 1-100 nH; category B ■ .101-1,000 nM; category C > 
1000 nM. Also disclosed is the use of I for the manufacture of a 
medicament 

for treating HCV, AIDS, and related disorders. 
IT 395652-89-BP 

RL: IMF (Industrial manufacture); PAC (Pharmacological activity); SPN 
(Synthetic preparation); THU (Therapeutic use); BIOL (Biological study); 
PREP (Preparation); USES (Uses) 

(preparation of peptides as NS3-serlne protease inhibitors of 
hepatitis C 

virus) 
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CN carbamic acid, [ 1- [ ( (2S} -6, 6-dlroethyl-2- [ ( ( 1- (oxo (2- 

propenylamino) acetyl] butyl } aiiiino]carbonyl ) -3-azablcyclo(3 . 1 . 0] hex-3- 
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yl]carbenyl]-2,2-diphenyl«thyl]-, 1, l-dlmethylethyl ester (9CI) (CA 

INDEX 

NAME) 



Absolute stereochemistry. 
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abandoned. 

CODEN: USXXAH 

Patent 

English 

2 



PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


US 


6191165 


Bl 


20010220 


US 1997-866007 


19970530 


IL 


127244 


A 


20051120 


IL 


1997-127244 


19970529 


US 


2001012857 


Al 


20010609 


US 


2001-757011 


20010109 


US 


7019024 


B2 


20060326 








US 


2006287298 


Al 


20061221 


US 


2005-259583 


20051026 



PRIORITY APPLN. INFO.: 



US 1996-41503P 
US 1996-41504P 
US 1996-655912 
US 1996-656063 
US 1997-44387P 
US 1997-70900P 
US 1997-808754 
US 1997-808755 
US 1997-807682 
US 1997-866007 
US 2001-757011 



P 19960531 
P 19960531 
B2 19960531 
B2 19960531 
P 19970227 
P 19970227 
B2 19970227 
A2 19970227 
A 19970227 
A3 19970530 
A3 20010109 



OTHER SOURCE (S) : 



MARPAT 134': 178816 

Amino acid derivs. R2RxRy](RlNR3(R3*)nCR4R4*R5 [X - N, C (R2 not present 
when X ■ N); R2 « H, alkyl, alkoxy, cyano, alkanoyl, etc.; Rx, Ry - aryl, 
heteroaryl, adamantyl, or nonarom. ring linked to X via a single bond, 
alkylene, etc.; Rl = alkylene, iminooxyethylene, etc.; R3 •> H, alkyl, 
(un) aubstituted Ph or phenylalkyl, etc.; R3* - alkyl, O; n - 0, 1; R4, 

• H, alkyl, hydroxyalkyl; R5 = (un) substituted carbamoyl, carboxy, 
aminosulfonyl, phosphoryl, etc.] were prepared as pharaaceuticals for 
treatment of neurol. and neuropsychiatric disorders. Thus, 



to 
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N- (4, 4-diphenyl-3-butenyl)glycine Et ester was by alkylation of glycine 

ester hydrochloride with 4-bromo-l, 1-diphenyl-l-butene. Binding assays 
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measure interaction of compds. with the glycine site on the NMDA receptor 
are illustrated. 
IT 200006-33-3P 

RL: BAC (Biological activity or effector, except adverse); BSU 
(Biological 

study, unclaaaif led) ; SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of amino acid derivs. as pharmaceuticals for treatment of 
neurol. and neuropsychiatric disorders) 
RN 200006-33-3 CAPLUS 

CN 3-Azabicyclo(3.1.0]hexane-2-carboxylic acid, 3- (3, 3-diphenylpropyl}-, 
methyl ester, (IR, 2R, 5S) -rel- (9CI} (CA INDEX NAME) 

Relative stereochemistry. 



REFERENCE COUNT: 
THIS 



^CHPh2 



V 



THERE ARE 29 CITED REFERENCES AVAILABLE FOR 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 



ACCESSION NUMBER: 
DOCUMENT 1 
TITLE: 



PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1997:803807 CAPLUS 
128:48490 

Preparation of amino acid derivatives as 
pharmaceuticals for treatment of neurological and 
neuropsychiatric disorders 

Ognyanov, Vassil Iliya; Borden, Laurence; Bell, 

Stanley Charles; Zhang, Jing 

Tcophix Pharmaceuticals, Inc., USA 

PCT Int. Appl., 107 pp. 

CODEN: PIXXD2 

Patent 

English 

2 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



RW: 



AL, AM, AT, 

ES, FI, GB, 

LT, LU, LV, 

SE, SG, SI, 

GH, KE, LS, 

GR, IE, IT, 



NE, 



ML, MR, 
CA 2254833 
AU 9731530 
AU 730789 
BP 1014966 
EP 1014966 

R: AT, BE, CH, 

IE, SI, LT, 



Al 
AU, AZ, 
GE, HU, 
MD, MG, 
SK, TJ, 
MW, SD, 
LU, MC, 
SN, TD, 

Al 

A 

B2 

Al 

Bl 
DE, DK, 
LV, FI, 



19971204 

BB, BG, 

IL, IS, 

MK, MN, 

TM, TR, 

SZ, UG, 

NL, PT, 



WO 1997- 

BR, BY, CA, 

JP, KE, KG, 

MW, MX, NO, 

TT, UA, UG, 

AT, BE, CH, 

SE, BF, BJ, 



US9450 

CH, CN, 

KP, KR, 

NZ, PL, 

UZ, VN 

DE, DX, 

CF, CG, 



19970529 
CZ, DE, DK, EE, 
KZ, LK, LR, LS, 
PT, RO, RU, SD, 

ES, FI, FR, GB, 

CI, CM, GA, GN, 



CA 1997- 
AU 1997- 



2254833 
31530 



19970529 
19970529 



BP 1997-926871 



TO 
19971204 
19980105 
20010315 
20000705 
20060802 

ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
RO 

19970529 
19970529 
19970529 

19970529 
19970529 
19970529 
19970529 
19970529 
19981207 
199605^1 

19960531 



NZ 332780 


A 


2000072B 


NZ 


1997-332780 




BR 9709501 


A 


20001107 


BR 


1997-9501 




HU 200100S15 


A2 


20010828 


HU 


2001-815 




HU 200100815 


A3 


20021128 








CN 1327383 


A 


20011219 


CN 


1997-196821 




JP 2002515037 


T 


20020521 


JP 


1997-543034 




CZ 294348 


B6 


20041215 


CZ 


1998-4042 




IL 127244 


A 


20051120 


IL 


1997-127244 




AT 334668 


T 


20060815 


AT 


1997-926871 




NO 9805711 


A 


19981207 


NO 


1996-5711 




PRIORITY APPLN. INFO.: 






US 


1996-655912 


A 








us 


1996-656063 


A 








US 


1997-808754 


A 








us 


1997-808755 


A 








us 


1997-807682 


A 








wo 


1997-US9450 


W 


OTHER SOURCE (S) : 


MARPAT 


128:48490 









Amino acid derivs. R2RxRyXRlNR3(R3*)nCR4R4*R5 (X «> N, C (R2 not present 
when X - N); R2 - K, alkyl, alkoxy. cyano, alkanoyl, etc.; Rx, Ry ■ aryl, 
heteroaryl, adamantyl, or nonarom. ring linked to X via a single bond, 
alkylene, etc.; Rl - alkylene, iminooxyethylene, etc.; R3 - K, alkyl. 
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(un) substituted Ph or phenylalkyl, etc.; R3* " alkyl, O; n « 0, 1; R4, 

R4* 

- H, alkyl, hydroxyalkyl; R5 - (un) substituted carbamoyl, cacboxy, 
aninosulfonyl, phosphoryl, etc.] were prepd. as phanoaceuticala Coc 
treatment of neucol. and neuropsychiatric disorders . Thus, 
N-( 4, 4-diphenyl-3-butenyl) glycine Et ester was by alkylation of glycine 

Et 

ester hydrochloride with 4-broiiiO'l, l-diphenyl-l-butene. Binding assays 

to 

neasure interaction of coii9>ds. with the glycine site on the NMDA receptor 
are illustrated. 

IT 200006'>33-3P 

RL: BAG (Biological activity or effector, except adverse); BSU 
(Biological 

study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of amino acid derive, as pharmaceuticals for treatment of 
neurol. and neuropsychiatric disorders) 
RN 200006-33-3 CAPLUS 

CN 3-Azabicyclo(3.1.0]hexane>2-carboxylic acid, 3- (3, 3-diphenylpropyl)-, 
methyl ester, (lR,2R,5S)-rel- (9CI) (OA INDEX NAME) 

Relative stereochemistry. 




in ANSWER 9 OF 12 CAPLUS COPYRIGHT 2007 ACS on STN 
ACCESSION NUMBER: 1996:469380 CAPLUS 

DOCUMENT NUMBER: 125:195375 
TITLE: A new access to 

pipe ridinocyclopiperidi nec a rbox amides . 

Constrained analogs of a pharmaceutical used diaminic 
building block 

Vilsnaier, Elnar; Grosse, Markus; Schlag, Wolf 
Ruediger; Milch, Gunther; Bergstraesser, Uwe; Ritter 
Von Oncil, Andreas 

Fachbereich Chemie, Univ. Kaiserslautern, 
Kaiserslautem, D-67663, Germany 
Journal fuer Praktische Chemie/Chemiker-Zeitung 
(1996), 338(5), 479-484 
CODEN: JPCCBM; ISSN: 0941-1216 
Berth 



AUTHOR (S) : 



CORPORATE SOURCE: 



SOURCE : 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 



Journal 
English 





O 



B The azabicyclohexane diastereotners I and II (R " K) represent 

conformationally rigid analogs of piperidinopiperidine III which is a 
building block for some pharmaceutical cob^mIs. A new access route to I 
and II was found via the cleavage of bicyclic N.H-Bcetal with hydrocyanic 
acid as the stereodetermining step. Reaction of I and II with 
bromodiphenylbutyronitrile gave cyclop! ritramide isomers I and II (R > 
CH2CH2CPh2CN, IV and V), resp. Qual. preliminary investigations showed 
different affinities of IV and V to the opiate-M receptor. These 
results were discussed on the basis of an x-ray structural anal, of V. I 
and II (R » CH2Ph] were used as model systems for studying the 
conformation of IV and V, resp. 

T 180851-94-9? 

RL: PRP (Properties); SPN (Synthetic preparation); PREP (Preparation) 
(crystal structure of) 
N 180851-94-9 CAPLUS 

N 3-Azabicyclo(3. 1.0)hexane-6-carboxamide, 
- (3-cyano-3, 3-diphenylpropyl) -6- 

■( 1-piperidinyl) -, (la, Sa, 6a)-, coiqid. with methanol 
(1:1) (9CI) (CA INDEX NAME) 

CM 1 
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CRN 160684-06-6 
CMP C27 H32 N4 0 

Relative stereochemistry. 




CM 2 

CRN 67-S6-1 
CMF C H4 O 



H3C- OH 

IT 180684-08-6P 

RL: PRP (Properties); spn (Synthetic preparation); PREP (Preparation) 
(prepn of cyclopiperidinecarboxamides as precucsora for piritrainide) 
RN 180684-08-6 CAPLUS 

CN 3-Azabicycio[3. 1 . 0] hexane-6-carboxamide, 
3- (3-cyano-3, 3-diphenylpropyl) -6- 

(1-pi'peridinyl)-, (la,5a,6o)- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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0-^ R ^ 



IT 180572-07-OP 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(prepn of cyclopiperidinecarboxamides as precursors for piritramide) • 
RN 160572-07-0 CAPLUS 

CN 3-Azabicyclo(3. 1.0]hexane-6-carboxamide, 

3- (3-cyano-3, 3-diphenylpropyl }- 6- 

(1-piperidinyl)-, (la,5a,6fl)- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



Ph Ph 
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ACCESSION mAIBER: 
DOCUMENT NUMBER: 
TITLE : 

INVENTOR (S) : 

PATENT ASSira(EB(8) : 
SOURCE : 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 



1984:438344 CAPLUS 
101:38344 

Treating depresaion using azabicyclohexanes 
Epstein. Joseph tf.; Osterberg, Arnold C; Brabander, 
Herbert J. 

Aznerlcan Cyanamid Co. , USA 

U.S., 26 pp. Cont . -In-part of U.S. Ser. No. 279,366, 

abandoned. 

CODEN: USXXAM 

Patent 

English 



PATENT INFORMATION: 












PATENT NO. 


KIND 


DATE 


APPLICATION NO. 




DATE 


US 443S419 


A 


19840306 


US 1982-376131 




19820510 


IL 65843 


A 


19B61231 


IL 1982-65643 




19820521 


DE 3223463 


Al 


19B30SOS 


DE 1982-3223463 




19820623 


DE 3223463 


C2 


19910502 








ZA B201689 


D 


19830427 


ZA 1982-A1689 




19820630 


JP 58013568 


A 


19830126 


JP 1982-112646 




19820701 


PRIORITY APPLN. INFO.: 






US 1981-279366 


A2 


19810701 








IL 1977-52700 


A 


19770811 
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tetrabenazine-induced depression •and was active in the streas-^induced 
depressed behavior test. 
66505-01-9P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent} 

(preparation and hydride reduction of) 
66505-01-9 CAPLUS- ' 
3-Azabicyclo (3.1 . 0) hex«ne-2 , 4-dione, 3- {4, 4-bis (4-f luorophenyDbutyl] -1- 
phenyl- (9ci) (CA index name) 




OTHER SOURCE (S): 
GI 



CASREACT 101:38344; MARPAT 101:38344 




IT 90774-73-5P 90774-74-6P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation of) 
RN 90774-73-5 CAPLUS 

CN 3-Azabicyclo (3.1.0] hexane, 3- ( 4 , 4-bis ( 4- Cluorophenyl ) butyl } - I-phenyl- 
{2E)-2-butenedioate (2:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 66504-99-2 
CMF C27 H27 F2 N 



2)3-CH— ^^v^ 



Azabicyclohexanes I [R - H, alkyl; Rl " H, (un) substituted alkyl; R2 > 
(un) substituted Phi were prepared Thus, 4-NeC6H4CH2C02K was treated with 
S0C12, N-bromosuccinimide, and HeOH to give 4-MeC6H4CHBrC02Me, which, 

I 

treated with CH2:CKC02Me>NaH, gave the cis-cyclopropanedicarboxylate II. 
Hydrolysis of II gave the diacid, which, when heated with urea, gave the 
cyclopropanedicarboximide III. Ill was reduced by vitride to give I |R - 
Rl - H, R2 - C6H4He-4) (IV). IV.HCl at 25 tag/kg protected mice against 



CM 2 

CRN 110-17-8 
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CMF C4 H4 04 



Double bond geometry as shown. 



(Continued) 



90774-74-6 CAPLUS 

3-Azabicyclol3.1.0)hexane, 3- [4, 4-bis(4-fluorophenyl)butyll-l- (4- 
chlorophenyl)-, (2B) -2-butenedioate (2:1) (9CI) (CA INDEX NAME) 



CRN 66505-03-1 

CMF C27 H26 CI F2 N 




y 



CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 



66505-02-0 

RL: RCT (Reactant); RACT (Reactant or reagent) 
(reduction of, by borane) 
[ 66505-02-0 CAPLUS 
I 3-Azabicyclo(3.1.0]hexane-2,4-dione, 
|4,4-bis(4-£luorophenyl}butyll-l-(4- 

chlorophenyD- (9CI) (CA INDEX NAME) 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S): 
SOURCE : 

DOCUMENT TYPE: 
UKNCUA6E: 

FAMILY ACC. NUM. COUNT: 
PATENT INrORMATION: 



1983:422310 CAPLUS 
99:22310 

Azablcyclohexanea 

Epstein, •Joseph W.; Osterberg, Arnold C; Brabandec, 
Herbert J. 

American Cyanamid Co. 
B«lg., 114 pp. Addn. 
CODEN: BEXXAL 
Patent 
French 
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USA 

to Belg 858,683. 



PATENT NO. 


KIND 


DATE 


APPLICATION NO. 




DATE 


BE B93707 


A4 


19821230 


BE- 1982-208496 




19820630 


BE 858683 


Al 


19760314 


BE 1977-1B0894 




19770914 


IL 65843 


A 


19861231 


IL 1982-65843 




19820521 


PRIORITY APPLN. INFO. : 






BE 1977-858683 


A 


19770914 








US 1981-279366 


A 


19810701 








BE 1977-160894 




19770914 








US 1976-723402 


A 


19760915 








IL 1977-52700 


A 


19770811 




66504- 99-2P 66505-00-8P 66505-03-lP 

66505- 04-2P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of) 
66504-99>2 CAPLUS 

3-Azabicyclo (3.1. 0) hexane, 3> ( 4, 4-bls (4-£luorophenyl) butyl] -1-phenyl- 
(9CI} (CA INDEX NAME) 



Title compda. I IR • H, l-{phenylcarbaiiioyl)alkyl group; Rl and R2 
independently are H, halo, alkanoyl, alkylainino, dialkylamino, 
phenylalkyl, phenylalkanoyl, 1-hydroxyalkyl group] were prepared, and 

exhibited antidepressant activity. 1- (4-Chlorophenyl) -cia-1, 2- 
cyclopropanedicarboxylic acid was heated with urea to yield imide II, and 
the latter was reduced by NaAl (OCH2CH20He)2H2 to give X (R « Rl » H, R2 *> 
4-Cl) . 
66505-01-9P 

RL: ROT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and hydride reduction of} 
66505-01-9 CAPLUS 

3-AzabicycioI3.1.0)hexane-2,4-dlone, 3-[4,4-bis(4-£luorophanyl)butyl}-l- 
phenyl- (SCI) (CA INDEX NAME) 



66505-00-8 CAPLUS 

3-Azabicyclo [3.1.0] hexane, 3- [ 4 , 4-bis ( 4-f 1 uorophenyl ) butyl | - 1-phenyl- , 
(2E}-2-butenedloate (SCI) (CA INDEX NAME) 



CRN 66504-99-2 
CMF C27 H27 F2 N 
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.-XX' 



V 



CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 
^C02H 



H02C 

RN 66505-03<1 CAPLUS 

CN 3-Azabicyclo {3.1. 0] hexane, 3- [ 4 , 4-bis ( 4- Cluorophenyl ) butyl ] - 1- ( 4- 
chlorophenyD- {9CI) (CA INDEX NAME) 




I (CH2)3-CH— <^ 



RN 66505-04-2 CAPLUS 

CN 3-Azabi cyclo ( 3 . 1 . 0 1 hexane , 3-(4,4-bl8(4- f luorophenyl ) but yl ] - 1- ( 4- 
chlorophenyl)-, (2E)-2-butenedioate (9CI) (CA INDEX NAME) 



CRN 66505-03-1 

CMF C27 H26 CI F2 N 
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-XT' 



CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 
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PATENT ASSIGNEE (S) : 
SOURCE: 



CAPLUS COPYRIGHT 2007 ACS on STN 
1978:406216 CAPLUS 
89:6216 

Analgesic azabicylohexanes 

Fanahawe, William Joseph; Epstein, Joseph William; 
Crawley, Lantz Stephen; Hofmann, Corria Mabelle; 
SaCir, Sidney Robert 

USA 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT IHrORHATION: 



American Cyanamid Co. 
Ger. OfCen. , 99 pp. 
COOEN: GWXXBX 
Patent 
German 



PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


DE 


2740562 


.... 
Al 




19780323 


DE 


1 977—2740562 


19770908 


DE 


2740562 


C2 


19890503 








US 


4118417 


A 


19781003 


US 


1977-809340 


19770623 


US 


4118393 


A 


19781003 


US 


1977-809341 


19770623 


US 


4131611 


A 


19781226 


US 


1977-609339 


19770623 


GB 


1590902 


A 


19810610 


GB 


1980-1045 


19770811 


GB 


1590903 


A 


19B10610 


GB 


1980-1792 


19770811 


IL 


52700 


A 


19930515 




1977-52700 


19770811 






Al 


19820601 


CA 


1977-285206 


19770822 


AU 


7728441 


A 


19790308 


AU 


1977-28441 


19770901 


AU 


519620 


B2 


19811217 








ML 


7709691 


A 


19780317 


NL 


1977-9691 


19770902 


NL 


189041 


B 


19920716 








NL 


189041 


C 


19921216 








ES 


462286 


Al 


19781201 


ES 


1977-462288 


19770912 


CH 


637929 


A5 


19830831 


CH 


1977-11189 


19770913 


DK 


7704075 


A 


19780316 


DK 


1977-4075 


19770914 


DK 


146245 


B 


19830806 








DK 


146245 


C 


19840116 








FR 


2375212 


Al 


19780721 


FR 


1977-27755 


19770914 


FB 


2375212 


81 


19810731 








SU 


786891 


A3 


19801207 


SU 


1977-2524809 


19770914 


HU 


19956 


A2 


19810528 


HU 


1977-AES08 


19770914 


HU 


177531 


B 


19811128 








PL 


115869 


Bl 


19810530 


PL 


1977-200831 


19770914 


PL 


115879 


Bl 


19810530 


PL 


1977-217472 


19770914 


AT 


7706615 


A 


19811015 


AT 


1977-6615 


19770914 


AT 


367036 


B 


19820525 








SE 


7710367 


A 


19780316 


SE 


1977-10367 


19770915 


SE 


435384 


B 


19640924 








SE 


435384 


C 


19850110 








OD 


133943 


A5 


19790131 


DO 


1977-201039 


19770915 


ES 


462388 


Al 


19790716 


ES 


1977-462388 


19770915 


JP 


53037656 


A 


19780406 


JP 


1977-110647 


19770916 


JP 


61029341 


B 


19060705 








US 


4196120 


A 


19800401 


US 


1978-949326 


19701006 


us 


4231935 


A 


19801104 


US 


1978-951411 


19781013 


AT 


8002882 


A 


19811015 


AT 


1980-2882 


• 19800530 


AT 


367037 


B 


19820525 
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DK 


8004384 


A 


19801016 


DK 


DK 


8004365 


A 


19801016 


DK 


CH 


637931 


A5 


19830831 


CH 


SE 


8203437 


A 


19820603 


SE 


SE 


452610 


B 


19871207 




se 


452610 


C 


19880317 




JP 


61171443 


A 


19860802 


JP 



PRIORITY APPLN. INFO. 



CContinued) 

19801016 
19801016 
19820405 
19820603 



US 1976-723402 



US 1977- 

US 1977- 

US 1977- 

US 1975- 

GB 1977- 

CH 1977- 

AT 1977- 

DK 1977- 



809339 

809340 

809341 

601128 

33818 

11189 

6615 

4075 



19860117 
A 19760915 

A 19770623 

A 19770623 

A 19770623 

A2 19750731 

A 19770811 

A 19770913 

A 19770914 
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AB Optically active or racemic I <R • halogen, Cl->6 alkyl or alkoxy, CP3, 

N02, OH, etc.; n » 0-2; Rl » H, alkyl, phenylalkyl, p-£luorobenzoylalkyl) 
and their phannaceutically acceptable salts tiere prepared Thus, the 

diacid 

II was heated with urea to give the cyclic imide, which was reduced with 

NaAlH2{OCH2CH20Me)2 to I (Rn - 4-Cl, Rl - H) . I are useful as 
analgesics; 

animal teat data were tabulated. 
IT 66505-01-9P 66505-02-OP 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 

(Reactant or reagent) 

(preparation and reduction of) 
RN 66505-01-9 CAPLUS 

CN 3-Azabicyclo (3.1.01 hexane-2 , 4 -dlone , 3> | 4 , 4-bi8 ( 4 - f luorophenyl ) butyl ] -1- 
phenyl- (9CI) <CA INDEX NAME) 
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RN 66505-02-0 CAPLUS 

CN 3-Azabicyclo (3. 1.0) hexane-2, 4-dlone, 
3-14, 4-bi8 {4-f luorophenyDbutyll -1- (4- 

chlorophenyl)- (9CI) (CA INDEX NAME) 




66S0S-00-8P 66505->04>2P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation of) 
• 66505-00-8 CAPLUS 
3-AzabicycloI 3 . 1 . 0 J hexane, 3-14, 4-l$is (4-f luorophenyl) butyl] -1-phenyl- 
(2E)-2-butenedioate (9ci) (CA INDEX NAME) 

CM 1 

CRN 66504-99-2 
CMF- C27 H27 F2 N 



Searched by Jason M. 



N (CH2>3-CH- 



CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 



/>^C02H 



RN 66505-04-2 CAPLUS 

CN 3-Azablcyclo(3. 1 . 0] hexane, 3- [4, 4-bis(4-£luorophenyl) butyl)-!- (4- 
chlorophenyl)-, (2E) -2-butenedioate (9CI) (CA INDEX NAME) 



CRN 66505-03-1 

CMF C27 H26 CI F2 N 



N (CH2)3-CH ^i^^ 



1^ 



CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 
^C02H 



H02C 

Nolan, Ph.D. 
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